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Background: Previous studies have suggested that proximal coronary artery disease (CAD) has a hereditary basis, whereas distal CAD is more 
influenced by environmental factors. The extent to which proximal and distal (CAD) differ in their relationship to established risk factors is unclear.
Methods: Coronary angiograms were reviewed in 1383 Caucasian subjects (N = 915 with CAD, 468 controls, 33% women) in the PennCATH study. 
CAD lesion location and overall severity score (0-15) via the Gensini method were performed, and scores and location of disease were compared 
across traditional CAD risk factors.
Results: Within this study, 288 individuals had only distal CAD and 532 had proximal disease, with 95 individuals having only proximal CAD. 
Elevated serum creatinine was strongly associated with the presence of proximal CAD [OR 2.8, (95%CI 1.1-7.5) for proximal CAD vs. controls, and 
OR 4.3, (1.6-11.5) for proximal vs. distal disease] in multivariate analysis. By contrast, diabetes was more strongly associated with the presence 
of distal CAD [OR 1.8, (1.1-3.0) for distal CAD vs. controls and OR 0.34, (0.16-0.76) for proximal vs. distal disease] in fully adjusted models. Both 
tobacco use [OR 1.7, (1.2-2.5)] and hypertension [OR 1.6, (1.1-2.4)] were associated only with distal disease. Other risk factors, including family 
history, were strongly associated with both proximal and distal disease in fully adjusted models. Across increasing Gensini score, the relationships 
of serum creatinine and proximal disease [OR 2.5 per mg/dl, (1.0-6.3) ]and diabetes [OR 2.0, (1.4-3.0)], tobacco abuse [OR 1.5, (1.1-2.1)] and 
hypertension [OR 1.5, (1.1-2.1)] with distal disease remained consistent in fully adjusted models.
Conclusions: The presence and extent of proximal disease is associated with increasing serum creatinine, whereas distal CAD is associated more 
strongly with diabetes, hypertension and tobacco abuse. Other CAD risk factors appear less discriminating with respect to CAD location.
